Angiotensin infusion had been running for 24 hr at the start of the sodium-depletion period. BAC was proportional to the rate of angiotensin infusion, 9 or 11 ng/lOO ml at 10 pg/hr, 19 or 25 ng/lOO ml at 20 pg/hr, and 49 or 60 ng/lOO ml at 60 pg,/hr in the experiments in which it was measured.
In all experiments PRC was in the sodium-replete range, and in seven experiments aldosterone secretion rate also was basal (sodium-replete range 1 .O =t 1.2 pg,/hr, mean =I= 2 SD).
Infusion of angiotensin inhibited the increase of PRC usually caused by 24 hr sodium depletion ( Fig. 1) " BAC, over the same period, was unchanged or slightly increased from the initial level set by the infusion. Except for one experiment, PRC was increased at 48 hr, usually in association with a large increase of BAC. The mean PRC at 48 hr was 6.1 ng/hr per ml compared with 12.1 ng/hr per ml at the same time and sodium deficit in control experiments (Fig. 1) . The data in Fig. 2 The effect of angiotensin infusion on systolic blood pressure is shown in Fig. 5 . At the start of sodium depletion, the elevation above resting systolic pressure was related to the rate of angiotensin infusion but this relation was abolished during sodium depletion. Blood pressure fell progressively, reaching resting levels between the 24th and the 48th hr of sodium loss.
In Fig. 6 , renal sodium excretion is cumulated over the period of sodium depletion in control and intravenous angiotensin infusion experiments. A similar range of total sodium loss was seen in both groups (Tables 1 and 2) angiotensin II from the circulation by excretion and/or degradation.
Intrarenal infusion of angiotensin II at 3-6 ,ug/hr did not increase systemic blood pressure or urinary sodium excretion (Fig. 7) . Comparison with Fig. 6 shows that cumulated 24-hr renal sodium loss in these experiments was similar to the loss in control experiments, and less than the output in experiments with intravenous infusion of angiotensin II. The normal increase of aldosterone secretion due to sodium depletion in the presence of constant high BAC has been reported previously (l), and is not the subject of this report.
DISCUSSION
The major finding of the present study is that infusion of angiotensin II at 10 pg/hr intravenously or at 3 pg/hr into the renal artery blocked the increase of PRC normally observed during the onset of sodium depletion.
With elapse of time and more severe sodium depletion, PRC usually increased but did not reach the levels observed in control experiments with equivalent sodium loss. The results confirm earlier findings (5, 10, 18) in man and the anesthetized dog, and extend the study into conscious experimental animals, responding to the onset of the physiological stimulus of sodium depletion with normal augmentation of aldosterone secretion. The rates of intravenous infusion used in the present study were 10, 20, and 60 pg/hr in animals weighing 30-40 kg, that is approximately 5-30 rig/kg per min; the measured increases of BAC were approximately 10, 20, and 60 ng/lOO ml, respectively. Intrarenal infusion at 3 pg,/hr into a renal blood flow of 750 ml/min would yield a renal arterial BAC of approximately 7 ng/lOO ml, assuming the RBF for a sole kidney is 15 % of the cardiac output, which is about 5 liters/min in the sheep (12). Contrived BAC levels of 7 ng/lOO ml or 10 ng/lOO ml, which were sufficient to prevent the usual increase of PRC during 24 hr sodium loss, were similar to the values of BAC caused by 24 hr of sodium depletion, 5.0-8.5 ng/lOO ml. PRC appeared to be partially suppressed by these levels of BAC, even after escape from inhibition.
It seems very likely, therefore, that physiological concentrations of angiotensin II in blood can inhibit renin secretion and that renin secretion may be continuously modulated by feedback from variation of BAC. On the other hand, an inappropriately high level of BAC is not, by itself, sufficient to prevent renin release during very severe sodium depletion.
The mechanism leading to escape from inhibition was not indicated by any change of condition during the second day of sodium loss. Renin secretion was even lated with the following features: I) a measure tually stimuof inhibition appears to persist, in that escaped levels were less than expected from control experiments;
2) there was no evidence of a regular dose/response relation between rate of infusion and a) time or b) extent of escape of PRC; and 3) the relation between PRC and BAC after escape was in some cases altered from that observed in control experiments (ap-proximately 1 ng/lOO ml BAC per ng/hr per ml PRC) in that the increment of BAC was often severalfold greater than the level expected from the measured increase of PRC. This potentiation of renin activity may be due to the presence of an activating substance or an alteration in the nature or quantity of available renin substrate.
